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SUBJECT: Use-of DPX-6025 on Soybeans , TR,
Y ?Z«r—m/” Cat ot

, : )&é o
FROM: Thomas Edwards, Pharmacologist ‘7*/ o
Hazard Evaluation Division (T75-769) ‘

T0: Robert Taylor, PM 25 / Viki Walters
Registration Division (TS-767)

THRU:: Clint Skinner, Section,Chiet CLQ,;P—E“CVV““

Review Section |11 e (7" 6 .Y
and. R . . .’
o y (/s
Theodore Farber, Chief }/\ Slﬁl/ﬁ&

Yoxlicolcgy Branch, HED (T75-769)
Chemical: CLASSIC (DPX-F6025,INF-6025)

Caswall No.: 19238

Accession Nos.: C73111, 073120, 258061.

- . ‘ :
Requested Actions: Comments concerning registration request and
tolerance petition for use on soybeans

Comments:

Five studies {(reviews are attached) were reviewed with the
following results: ’

(1) 90-Day feeding mouse sfudf; NOEL: 250 ppm, LEL: 125 ppm
(centriicbular haepatocellular hypertrophyl.

(2) Interim, first 12 monfh@,ireport on 2-year feedling and 2~
generation, 4-litter, reproduction rat study. NOEL: 250 ppm,
LEL:-.ZSOO ppm (decreased body welght of pups and dams).

. (3) Interim metabolism study. Half of the radiocactivity
was eliminated in tess than 59 hours. Most was eliminated 168
hours. : T
(4) 18-Months feeding, mouse., NOEL: 125 ppm, LEL: 1250 ppm



‘o (5). Teratology,rabbit. . . -
Not teratogenic.
Marternal toxlicity

NOEL: 60 ppm. LEL: 300 ppm (dwcreased weight galn)

Fetal toxicity
NOEL: 15 ppm. LEL: 60 ppm (delayed ossification)

-

Two of ‘the thres xitagenicity ctudies which previously were
considered to be not 1 i:- adeqeate have (because of comments and
additional Information) ts2n ungraded to the Core Ctassification
status, Acceptable. 7 & ztuilew are: (i) in vivo bone marrow
study (No. 201-615), i ctastagean.n, chromasomal, or chromatid
effact was seen. (H43:%090% mg/kgl. (71 ames test. Cytogenicity
data provided which Indicaved that nou mutagenicity was- found at
the  cytotoxic dose level.

The Unscheduled DNA Syath:s'is study, No.208-83, although
.apparently conducted according to adequate procedures, has an-
orission. The choice of highest dose was not justified. No
toxic dose was tested. Unless 10 m M represents the limit
concentration for such studies, fe. 5000 micrograms, cytogenic
“data is needed. Pending the receipt of such data or appropriate
intormation, the study Iis inconclusive. However, when toxicity
data (or limit dose) or solubilityy criterion information has
been provided, the study may be upgraded to Acceptable.

tnerts have been cleared.

) Additiona! data is needed befére registration.
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POXICOLOGY BRANCH DATA REVIEW .

04626

-

Study Type: *Fouf-weeks range finding and 90-days feeding, mouse.

Accession Number: o73111(5) ~ °
MRID Number:

Sponsor: DuPont, HLR 337-83

Contracting Lab:

Date: . 11-7-83

Test Material: DPX-F6025(INF-6025)

7—3/—8?‘

EPA Evaluation Ber;ew.'/bazéﬁrrnxo f: tthlbﬁzlg

Thoma-“ Edw%rds

Review Section Approval. (IL;;&_ 1ﬂy L

Date

d-20§5

Clint Skinner

Protocol: See proceduresrattached-

Results:

A. After b weeks

Date -

Ten mice from each group wer~” killed-and

necropsied -at that time.

*

No adverse .clinical signs were reported.

. iIn meies, an increase in mean absolute liver o

weight was found in the 2,500, 5,00u and T,500 ppm

groups and increased relacive liver weights

in the

125, 625, 1,250, 2,500, 5,000, and 7,500 ppm groupss
Increased mean absolute and relative spleen weights

were found in the 2,500 ppm groups.

In females of the 25 ppm group, decreased mean
absolute and relative liver veights were found.
Increased mean absolute and relative 1iver weights  wvere

* found in the 5,000 and 7,500 ppm groups.
absolute kidney welights vere found in the 2,509 and

5,000 ppm groups. o

Decreased mean

. ¢
‘N Based on thesenggplts, only the 0, 25, 12%,

1,250 and 5,000 ppm groups were continued in the 90-

day study.

[Cavae auantantit £NDY lj



B.

The 90-Day study

Two deaths occurred during the study. One female
of the 1,250 pprm group and one wle of the 5,000 ppm
group. There were no treatment related clinical
signs reported. No treatment relatad hematological
changes were reported. » -1

There was no report of clinical chemistry resulfs.

Statistical! significant increased mean absolute
and relative liver weights were found in males and
temales at 5 000 ppm levels (Tables XVI - XIX). Also
increased values at the 1,250 ppm level indicated a
dose-r esponse trend. .

Mean relative kidney weights were statistically
high in the 125 ppm groups. This was not dosage-

response related. .

No macroscopic pathology was repcdrted for the
90-day study. Treaiment related centrilotular
hepatocel lular hypertrophy was found at all levels
above 125ppm. One male out of ten at the 25 ppm had

004626

this hypertrophy. This was considered to be a borderline

offect for this reversible lesion(Table I11).

Conclusions:

NOEL: 125 ppm -
LEL: 1250 ppm (centrilobular hepatocellular hypertrophy).

Core Classiflcation:

L

Minimum ' o




Toxicology review of Classic

Page is not included in this copy.

Pages f; through 1 are not included in this copy.

The material not included contains the following type of
information:

— Identity of product inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedures
Identity of the source of product ingredien&é
Sales or other commercial/financial information
A draft product label

The product confidential statement of formula
Information about a pending registration action

X FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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 TOX1COLOGY BRANCH DATA REVIEW

four litter reproduction study, rat.

Accession Number: 073111(6) AL

MRID Number:

SRR | : S
Sponsor: DuPont, HLR Ho. 357-84 : : g
Contracting Lab:

Date: 10-25-84

-Test Material: DPX-F6025(INF-6025) L

o

EPA Eval

Review Section Approval.

2 . e :
uation Review. '/".//y:@»-—m 52[207'(/\,/4 . 7-51/- S/s’

Study Type: lnferim\repoff on 2-year feediag any 2—generatioﬁ,

Thomas Eqwards Date

-

00462¢

Mt 3= 1f-55 -

Clint Skinner , Date

introduction:

generati

Protocol

_Results:

A.

The interim report includes | year of féedlng and one

on of the reproduction study.

: *See procedure attached.

- [BEST MVAILABLE e ]

Feeding Study, First 12 hohfhs

No treatment relaT}d Heafhs were réporfed. Some

variabitity of mean body keight gain was observed.

Mean body weights in males of the 2,500 ppm group were

significantly less than controls only during the
early part of the study (Tabie 2). The only group

which was statistically less than controls at the end

of the year was the female 2,500 ppm group. This
group was statistically less throughout the first
year (Table 3 and Figures 1 and 2).

. The food consumption and food use efficiency of
the female 2,500 ppm group were somewhat lower. than

for controls but not significant statistically and

this did not appszar To'adyoun{ for lower weight gains.

There were small dhd bossibly dosage-related
decreases in absolute and relative spleen weights

which were statistically significant at the 2,500 ppm

fével in males (Tables 15-16).

Several hémafological and chemical chemisfry'
effects observed in.males and females at the 2,500

ppm dosage level were apparently treatment related.

These included decreased hematocrit and'lncreased

-mwmerma ) mbia T

.

]




00462¢

.

No treatment related géoss or histopathology was
reported.

- .

Reproduction Study. Firs?t 12 Months

"No effects on reproduction or lactation was
reported.

Body weights of male and female pups wers lower
in Fjao and Fyp generations of the 2,500 ppm groups.
The male and female pups of Fyp and female pups of
Fyg were signigicantly lower statistically. Also dam.
body weights were lowered (Tables 20 and 22).

Conclusions:

A.

Core

Feeding Study. First 12 Months

Several significant etfects were observed in the
7,500 ppm groups. These included the following:
bady weights were significantly lower in females than
for controls; Decreases in absolute and relative /
spleen weights; Decreased hematocrit and increased

serum globulin.
250 ppm

2,500 ppm (body weights, organ weights
clinical chemistry and hematology)

NOEL:
LEL:

Reproduction Study. Firsf'lz Months

Body weights of pups_ and dams of the 2,500 ppm
groups were statistically Ioier than controls.

250 ppm

NOEL:
2,500 ppm (body .weights, pups and dams)

- LEL:

Classlification:

Minimum for first 12 months of feeding study.

Minimum for first 12 months-&f reproduction study.
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Toxicology review of Classic

Page is not included in this copy.

Pages 14 through _27  are not included in this copy.

The material not included contains the following type of
information:

_ Identity of product inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedures
Identity of the source of product ingredienéé
Sales or other commercial/financial information
A draft product label

The product confidential statement of formula
Information about a pending registration action

X FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




TOX1COLOGY BRANCH DATA REVIEW

Study Type: 1nterim report on metabolism, raf

Accession Number: 073120(7)

‘MR 1D Number:

Sponsor: VDuPonf, No. AMR-220-84

Contracting Lab:

Date: 1984

Test Material: 14C-DPX-F6025 °

' o - —
EPA Evaluation Reviewf?i/;%gnqyuﬂc}[:u7tka¢éj 7O l;:éyg
: : Thomas Edwards Date
B[ kb | -6 -9%
Review Section Approval. Qj;dﬁ>ﬁﬁ%b”u" q-14-55
: Clint Skinner Date

Protocol: See attached procedures.
Results:

No exhaled readioactivity was detected. Excretion in
feces and urine was about equal after both low or high dose.

One-half the radioactivity was' excreted (total in urine
and feces) by males in 48 hours or less and by females in 58
hours or less. Most but not all was eliminated in 168 hours
(figures 6, 7,8,9,10, and 11). . &

The general distribution ot radioactive residue for
those killed at 168 hours is shown in tables Vit1, IX, and
x . .

Figure 16 and 18 indicate that tittle if any unmetabolized:
DPX-F6025 was found in urine. i1t is unclear whether or not
urine from the high dose group was joctuded to obtain these
data. DPX-F6025 and metabolites were found in the feces.

; Attempts to elucidate metaboltic pathways after identitying
some of the metabolites are reflected in the proposed schenmes
shown in figures 21A and 21B. oo

. ) AR )




Conclusions: .o

No exhaled radioactivity was detected. El

urine and feces was about equal. .

imination in

Hatf of radiolabel was eliminated in tess than 59 hours

and most was eliminated in 168 hours.

Core Classification: C : .

Acceptable interim report. -
-

i o

-

i

[BEST AVAILABLE (O




Toxicology review of Classic

Page is not included in this copy.

pages _30  through Y]  are not included in this copy -

The material not included contains the following type of
information:

. Identity of product inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedures
Identity of the source of product ingredienéé
Sales or other commercial/financial information
A draft product label

The product confidential statement df formula
Information about a pending registration action

X FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




_Toxicology Bran.h qn4676
Data Review ’ -

Study Type: Terétology, rabbit

Accession Number: 258061 (10) -

MR ID Number:
Sponsor: DuPont, HLR 14-85

Contracting Lab:

Date: January 23, 1985

Test Material: DPX-F6025 (INF-6025)

EPA Evaluation Review. 70’2&31,,:4 é"/,‘,r;u‘y,(&_ 7= ?./— ¥s—

Thomas Edwards Date . ) .
-~ Q- N
A i1 ! ) .
Review Section Approval. (,Qn494 ébbvw”x (1‘/4-35‘
Ciint Skinner -Date

Protocol: See attached MaTeriéls and Methods.

Results:
Two does died. One contfrol and one from high dosage groub.
Ho adverse clinical sigas wére reported.

Significantly reduced food congumption and reduced body
weight gains were observed in dams of the 300 ppm group.

Statistically significant increases in percent of tetuses 3
with delayed ossification in the 60 ahd 300 ppm groups were found.
No increases in incidence of teratogenic malformations were ’
‘reported (tables 7 and 8).

Conclusion:

DPX-F6025 was not shown to be teratogenic.

Maternal ftoxicity 'NOEL 60 ppm ™ :
LEL 300 ppm- (decreased weight gain).

Fetal toxicity NOEL 15 ppﬁ;k o .
LEL 60 ppmt'C@elayed ossification).
Core Classification: e . - .

Minimum

[BEST RARATE COPY | - ¢




Toxicology review of Classic

Page is not included in this copy.

Pages L13 through L’g are not included in this copy.

The material not included contains the following type of
information:

__ Identity of product inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedures
Identity of the source of product ingredienéé
Sales or other commercial/financial information
A draft product label

The product confidential statement of formula
Information about a pending registration action

X FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




Data Review

. L Tbxico!ogy"Branch 004626

Study Type: 18-Month feeding, mouse

&
Accesslion Number: 2X8061(9)

MR ID Number: et

Sponsor: DuPont, HLR No. 94-85

.t Contractling Lab:
Date: March 27, 1985 : ¢ . .

Test Material: DPX-F6025 (INF-6025)

e ' " . -
EPA Evaluation Review. . 197,«»«’1.({,/;:/?(/1—/(’4 7=S/-XS

‘ Thomas Edwqrds Date

. ~ - 'I‘)'. ~ _ o

Review Section Approval. CW’ZJLW q l?—?l)
Clint Skinner Date

Protocol: See attached Materials and Methods.
Results:

Lower mean body welights-were found in all treated groups
compared to controls. Some differences were statistically
significant. Food consumption values were also lower in treatment
groups, but food efficiency.values were similar to respective
controls. Physiological effects of DPX-F56025 on body weights is
not clear. ‘ : P ‘

- . .
_Unscheduled deaths per group ranged from 13 to 24 percent.
There was no relafionship'fo treatment., , : T e

Ctinical observations, clinical chemistry, hematology, gross
and microscopic pathology revealed no apparent treatment-related

effects.

Conclusion: e

No treatment-related effects wére demonstrated affer 18
months. However, the resulfts of tire. 90-day mouse study must not
be overlooked. lnctuded in our considerations is fthe 90-day study
No. HLR 337-83, which results in The following:

JLAF S Y

~

NOEL: 125 ppm : -
LEL: 1250 ppm (centritobutlar hepatocellular hyperfrophy
" at 80 days.) : , : ,
‘ Negative for oncogenicity ( HD T , 1,250 ppm ) <
Core Classification: . ’

- Minimum. EET—

[BEST avAMABLE S0
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Toxicology review of Classic

Page is not included in this copy.

Pages 50 through Sﬂ are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients

Identity of’product impurities

Description of the product manufacturing process
Description of product quality control procedures
Identity of the source of product ingredienté
Sales or other commercial/financial information
A draft product label

The product confidential statement of formula
Information about a pending registration action

X FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




